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October 14, 2005 

AMENDMENT AFTER FINAL REJECTION 

REMARKS 

Reconsideration is requested. 
Claims 11,1 3-20 and 66 are pending. 

The specification has been amended to obviate the Examiner's objection of the 
specification for various undefined grammatical errors. Withdrawal of the objection to 
the specification is again requested. Attached is a 160 page substitute specification as 
well as a 161 marked-up copy of the attached substitute specification, as required by 37 
CFR § 1.125. No new matter has been added. 

The undersigned has been advised by the assignee's Japanese agent that the 
recitation of "WO 98/22626" in the International Search Report should read "WO 
98/22616". The error is understood to have been caused by a typographical error in the 
Japanese Patent Office. Attached is an ANNEX TO THE EUROPEAN SEARCH 
REPORT OF EUROPEAN PATENT APPLICATION NO EP 00 93 7283 as evidence 
that EP 0882799, which the Examiner has lined-through in the PTO 892 Form returned 
with the Office Action of June 14, 2005, is equivalent to WO 98/22616, which the 
Examiner has considered. See PTO 892 Form executed "6/8/2005" and received with 
the Office Action of June 14, 2005. 

Consideration of the art cited in the Information Disclosure Statement filed 
December 13, 2004, and listed on the accompanying PTO 1449 Form, by return of an 
initialed copy of the PTO 1449 Form pursuant to MPEP § 609, are requested. The 
Information Disclosure Statement inadvertently and unintentionally did not include the 
certification of 37 CFR §1 .97(e) by "ticking" the box in paragraph 8(a) on page 2 of the 
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Information Disclosure Statement. The art was cited in the Communication from the 
EPO dated October 8, 2004 (copy attached) and the Information Disclosure Statement 
was filed within three months, on December 13, 2004. 

For completeness, the undersigned attorney of record hereby certifies under 37 
C.F.R. §1. 97(e) that each item of information contained in this Information Disclosure 
Statement of December 13, 2004 was first cited in the attached Communication of 
October 8, 2004, from the EPO, i.e., a foreign patent office, in a counterpart foreign 
application not more than three months prior to the filing of this Information Disclosure 
Statement on December 13, 2004 (each item contained in this IDS was the first citation 
of that item by a foreign patent office in a counterpart foreign application which occurred 
no more than three months prior to the filing of this IDS). Return of an initialed copy of 
the previously-filed PTO 1449 Form, pursuant to MPEP § 609, is requested. 

The Section 112, first paragraph, rejection of claims 15-18, is obviated by the 
applicants assurance that the cell lines of the claims will be irrevocably and without 
restriction or condition released to the public upon the issuance of a patent and that the 
cell lines will be replaced should they ever become non-viable. A copy of the deposit 
receipts and viability statements are attached for the Examiner's convenience and 
consideration. Withdrawal of the Section 112, first paragraph, rejection of claims 15-18 
is requested. 

The Section 112, first paragraph, rejection of claims 17 and 18 stated on page 4 
of the Office Action dated June 14, 2005, is traversed. Reconsideration and withdrawal 
of the rejection are requested in view of the following. 
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The applicants submit that the nucleotide sequences of the chimeric antibody of 
claim 17 and the CDR-grafted antibody of claim 18 are described in the originally filed 
specification. Specifically, for example, claim 17 is supported at page 54, lines 8-19 and 
page 94, line 15 to page 95 line 9, and claim 18 is supported at page 54, line 20 to page 
55, line 6; page 139, lines 6-19; page 142, line 21 to page 143, line 22; page 149, line 7 
to page 151, line 17; and page 152, lines 12-25. Accordingly, since claims 17 and 18 
are supported and described in the originally filed specification, the rejection should be 
withdrawn. Withdrawal of the Section 112, first paragraph "written description", rejection 
of claims 17 and 18 is requested. 

The Section 112, second paragraph, rejection of claims 1 1 and 13-20 is obviated 
by the above amendments. Withdrawal of the rejection is requested. 

The Section 1 02 rejection of claims 11,1 3-20 and 66 over Shitara (EP 
0,882,799) is traversed. Reconsideration and withdrawal of the rejection are requested 
in view of the following distinguishing remarks. 

The presently claimed invention relates to a method for detecting differentiation 
from a hematopoietic stem cell into a monocyte and/or a macrophage, which comprises 
differentiating a hematopoietic stem cell into a monocyte and/or a macrophage in a 
specimen derived from cells or tissues of a person to be tested, contacting the 
specimen with an antibody against a human VEGF receptor Flt-1 , detecting whether or 
not the antibody against a human VEGF receptor Flt-1 reacts with the specimen, and 
determining the specimen with which the antibody against a human VEGF receptor Flt-1 
reacts as a specimen in which a hematopoietic stem cell differentiates into a monocyte 
and/or macrophage. 
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According to Example 2 of the present specification (page 83, line 8 to page 89, 
line 1 1), a fraction containing blood stem cells was separated from human cord venous 
cells, and it was confirmed that Flt-1 was not expressed in hematopoietic stem cells 
(page 85, line 20 to page 86, line 2), and that Flt-1 was expressed in 
monocytes/macrophages obtained by differentiating the hematopoietic stem cells 
contained in the fraction (page 83, line 8 to page 89, line 1 1), by using an anti-Flt-1 
VEGF receptor Flt-1 antibody. Thus, it was discovered that Flt-1 is not expressed in 
hematopoietic stem cells and that Flt-1 is expressed in monocytes/macrophages, each 
by using an anti-human VEGF receptor Flt-1 antibody. As a result, the method of the 
presently claimed invention, in which the differentiation from hematopoietic stem cells 
into monocytes/macrophages can be detected by using the anti-Flt-1 antibody, has 
been demonstrated. 

Shitara (EP 0882799) is understood to disclose a method for detecting Flt-1 - 
expressed cells by using an antibody against Flt-1 . However, Shitara (EP 799) is not 
believed to disclose that Flt-1 is not expressed in hematopoietic stem cells but Flt-1 is 
expressed in monocytes/macrophages. Accordingly, Shitara is not believed to 
anticipate the presently claimed invention. 

Withdrawal of the Section 102 rejection of claims 11, 13-20 and 66 over Shitara 
is requested. 

The Section 102 rejection of claims 11, 13-20 and 66 over Shitara (U.S. Patent 
No. 6,617,160), is traversed. Reconsideration and withdrawal of the rejection are 
requested for the reasons noted above with regard to Shitara (EP 0,882,799). 
Specifically, Shitara (U.S. Patent 6,617,160) does not disclose or suggest a method for 
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detecting differentiation from hematopoietic stem cells into monocytes/macrophages. 
Withdrawal of the Section 102 rejection of claims 11, 13-20 and 66 over Shtiara (U.S. 
Patent No. 6,617,160) is requested. 

The Section 103 rejection of claims 11, 13-20 and 66 over Shitara (EP 799) or 
Shitara (US '160) in view of Kendall (U.S. Patent No. 5,861,484) and either of Clauss or 
Barleon is traversed. Reconsideration and withdrawal of the rejection are requested in 
view of the following comments. 

The Examiner is understood to assert that since Kendall allegedly teaches that 
VEGF receptor expressing cells can be detected by the notoriously old and well known 
alternatives of binding with radiolabeled VEGF or with anti-VEGF receptor antibodies, it 
allegedly would have been obvious to one of ordinary skill in the art to have used the 
anti-Flt-1 receptor antibodies of Shitara (EP 799) or Shitara (US '160) in a regent for 
detection of this receptor on monocytes because monocytes were known to express the 
receptor from radiolabeled VEGF binding assays (Clauss or Barleon). The Examiner is 
requested to advise the undersigned in the event the above understanding of the 
Examiner's position is incorrect and/or incomplete. 

As discussed above, the presently claimed invention was completed by 
discovering that human VEGF receptor Flt-1 is not expressed in hematopoietic stem 
cells but is expressed in monocytes/macrophages, by using an antibody against Flt-1 , 
and the presently claimed invention relates to a method for detecting differentiation from 
hematopoietic stem cells into monocytes/macrophages based on the expression of Flt-1 
on the cells. The cited combination of references neither disclose nor suggest that Flt-1 
is not expressed in hematopoietic stem cells and differentiation from hematopoietic 
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stem cells into monocytes/macrophages can be detected by using an antibody against 
Flt-1. Therefore, the presently claimed invention would not have been expected or 
obvious from a combination of the cited art. Withdrawal of the Section 103 rejection of 
claims 1 1 , 13-20 and 66 over Shitara (EP 799) or Shitara (US '160) in view of Kendall 
(U.S. Patent No. 5,861 ,484) and either of Clauss or Barleon is requested. 

The Section 103 rejection of claims 1 1 , 13-20 and 66 over Shitara (EP 799) or 
Shitara (US '160) in view of Kendall (U.S. Patent No. 5,861 ,484) and either of Clauss or 
Barleon further in view of Rockwell (U.S. Patent No. 5,840,301 ), is traversed. 
Withdrawal of the Section 103 rejection is requested for the reasons noted above with 
regard to the Section 103 rejection of claims 1 1 , 13-20 and 66 over Shitara (EP 799) or 
Shitara (US '160) in view of Kendall (U.S. Patent No. 5,861 ,484) and either of Clauss or 
Barleon, as Rockwell is not believed to cure the deficiencies noted above with regard to 
the combination of Shitara (EP 799) or Shitara (US '160) in view of Kendall (U.S. 
Patent No. 5,861,484) and either of Clauss or Barleon. Specifically, Rockwell (U.S. 
Patent 5,840,301) neither discloses nor suggests that Flt-1 is not expressed in 
hematopoietic stem cells and that the differentiation from hematopoietic stem cells into 
monocytes/macrophages can be detected by using an antibody against Flt-1 . 
Withdrawal of the Section 103 rejection is requested. 

The claims are submitted to be in condition for allowance and a Notice to that 
effect is requested. The above amendments are not believed to present new issues 
requiring further consideration and/or search. No new matter has been added. Entry of 
the present Amendment is requested. 
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The Examiner is requested to contact the undersigned in the event anything 
further is required. 



BJS: 

901 North Glebe Road, 11th Floor 
Arlington, VA 22203-1808 
Telephone: (703) 816-4000 
Facsimile: (703)816-4100 



Respectfully submitted, 



NIXON & VANDERHYE P.C. 




Reg. No. 36,663 
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